Introduction
============

The prevalence of cervical adenocarcinoma has gradually increased in recent decades; currently, adenocarcinomas comprise 20--25% of all invasive cervical cancers and 12% of all microinvasive cervical cancers \[[@B1]\]. Several definitions of microinvasive adenocarcinoma in the cervix have been used. Microinvasive adenocarcinoma is the International Federation of Gynecology and Obstetrics stage 1A, invasive cancer limited to the cervix and identified microscopically. Microinvasive carcinoma of the cervix is subdivided into stages IA1, stromal invasion with a measured depth of less than 3 mm and a width less than 7 mm, and IA2, stromal invasion with a measured depth greater than 3 mm and less than 5 mm, and a width less than 7 mm \[[@B2]\].

Many studies have shown that metastasis and recurrence rates are very low in microinvasive cervical adenocarcinoma and the prognosis is generally very good \[[@B3],[@B4]\]. Therefore, conservative, non-radical surgery is appropriate for some patients. Microinvasive cancer in women who want to preserve their fertility can be treated by cold knife cone biopsy (conization) and trachelectomy as alternative procedures. Several studies show that these less invasive procedures have no significant differences in survival and recurrence rates, as compared with radical surgery \[[@B3],[@B4]\]. Up to now, very few cases of microscopic lymph node metastasis in stage 1A1 cervical adenocarcinoma have been reported \[[@B5],[@B6]\]. Here, we report for the first time that a case of extremely early cervical adenocarcinoma was detected by preoperative endocervical curettage (ECC) but not diagnosed by postoperative biopsy of entire uterine cervix after hysterectomy with macroscopic pelvic lymph node metastases.

Case report
===========

A 62-year-old woman, gravida 3, para 3, abortus 1, was referred to our hospital for further evaluation of an abnormal Pap smear with an adenocarcinoma diagnosis. She had no diseases and no prior adenocarcinoma family history. On bimanual examination, the uterus and both adnexa were normal and parametrial tissues were soft. The patient underwent human papillomavirus (HPV) genotyping and a colposcopy. HPV genotyping was positive for HPV 16, a high-risk HPV type, and the colposcopy finding was unsatisfactory ([Fig. 1A](#F1){ref-type="fig"}). ECC in this patient was performed to evaluate the occult cervical cancer. Only scanty endocervical tissue and mucus material were obtained. The histological findings of the ECC specimen revealed many scattered fragments of adenocarcinoma, which showed atypical cribriform glands with frequent mitotic figures ([Fig. 2A and B](#F2){ref-type="fig"}). However, stromal invasion in this specimen was not identified. The levels of various tumor markers in blood were measured and the following values: squamous cell carcinoma (SCC) antigen 1.0 ng/mL, carbohydrate antigen 125 94.6 U/mL.

![(A) Colposcopy shows unsatisfactory findings. (B) Pelvic magnetic resonance imaging (MRI) reveals multiple enlarged lymph nodes in the right external iliac nodal station, which show restricted diffusion in a diffusion-weighted image (white arrow). (C) Pelvic MRI shows heterogeneous enhancement on a T1-weighted contrast enhanced image (black arrow). (D) Positron emission tomography-computed tomography (PET-CT) reveals intense hypermetabolism on the right external iliac nodal station (red arrow) and internal iliac nodal station (blue arrow). (E) PET-CT reveals no hypermetabolic lesion on the uterine endocervix.](ogs-62-483-g001){#F1}

![(A) A photomicrograph shows many scattered fragments of adenocarcinoma in the curettage specimen (black arrow) (hematoxylin and eosin \[H&E\], 40×). (B) A photomicrograph shows atypical cribriform glands with frequent mitotic figures (red arrow) (H&E, 400×). (C) A photomicrograph shows many clusters of metastatic adenocarcinoma in the pelvic lymph nodes (white arrow) (H&E, 40×).](ogs-62-483-g002){#F2}

In the radio-imaging study for cancer staging, the pelvic magnetic resonance imaging (MRI) revealed multiple enlarged lymph nodes with enhancement at the right external and internal iliac nodal stations ([Fig. 1B and C](#F1){ref-type="fig"}), and positron emission tomography-computed tomography (PET/CT) showed intense hypermetabolism on the right external and internal iliac lymph nodes. However, hypermetabolism was not observed in the uterine cervix ([Fig. 1D and E](#F1){ref-type="fig"}). Laparoscopic radical hysterectomy with bilateral salpingo-oophorectomy (BSO) and pelvic and para-aortic lymphadenectomy was performed after discussing treatment options with our patient.

External and internal iliac lymph nodes of approximately 2 cm were observed intraoperatively. A frozen section of these pelvic lymph nodes was suspicious for metastatic adenocarcinoma. The surgery was finished without any complications and the patient had an uneventful postoperative course. A histological examination revealed multiple metastatic pelvic lymph nodes (right external, internal, and common iliac and obturator lymph nodes) ([Fig. 2C](#F2){ref-type="fig"}). The exocervix and endocervix were radially sectioned and entirely submitted for histologic assessment, which revealed no cancer tissue in the uterine cervix and uterine corpus.

She was subsequently treated with adjuvant concurrent chemoradiation therapy with cisplatin 40 mg/m^2^ intravenously once per week for 6 weeks and whole pelvic radiation. After 24 months of follow-up, she continued to be disease-free.

Discussion
==========

Cervical adenocarcinoma incidence has been increasing in recent decades \[[@B1]\]. Despite this increase, there are few reports of cervical adenocarcinoma. Most of the characteristics of cervical adenocarcinoma are similar to SCC. However, in comparison to early-stage SCC, cervical adenocarcinoma has a higher mortality rate and a higher risk of metastasis when tumor size is larger than 4 cm; also, HPV 18-positive tumors are more likely to be cervical adenocarcinoma \[[@B7]-[@B9]\]. Most studies have reported early-stage cervical adenocarcinoma but there are few reports on microinvasive cervical adenocarcinoma.

In the diagnosis of abnormal cytology findings, a directed biopsy through colposcopy has been commonly used. When endocervical lesions are suspected, many colposcopists perform ECC to increase the reliability and reduce the risk of occult cancer \[[@B10]\]. ECC is a procedure for scraping the non-visualized area of the endocervical canal using a spoon-shaped device called a curette. Invasive cervical adenocarcinoma is very problematic for diagnosing superficially invasive lesions as well as limited (superficial) biopsy specimens (e.g., ECC). As opposed to squamous carcinoma, invasion of adenocarcinoma may not be accompanied with a significant stroma response. Verification of invasion of adenocarcinoma is based on the presence of a significant infiltrative glandular pattern, serious glandular irregularity, and complex neoplastic glandular form adjacent to the normal endocervical crypts \[[@B11]\].

The extremely early adenocarcinoma in this case was diagnosed only by ECC and the treatment plan was determined after staging workup. Due to optional testing modalities revealing multiple pelvic lymph node metastases, we performed laparoscopic radical hysterectomy with BSO and pelvic and para-aortic lymphadenectomy. Although the cervix was entirely submitted for histologic evaluation after surgery, cancer tissue was not detected. However, multiple metastatic pelvic lymph nodes (right external, internal, and common iliac and obturator lymph nodes) were confirmed.

Microinvasive cervical adenocarcinoma has a significantly low recurrence rate and lymph node metastasis rate. According to a meta-analysis by Reynolds et al. \[[@B5]\], out of 37 cases with IA1 and 4 cases with IA2 that underwent conization, none had lymph node metastases or recurrence. Additionally, among the 210 patients who underwent lymphadenectomy, only 2 patients had lymph node metastases and these were microscopic. Based on this meta-analysis, conservative management of cervical adenocarcinoma by using trachelectomy or conization can be performed to preserve fertility.

Nagarsheth et al. \[[@B6]\] reported a rare case of microinvasive cervical adenocarcinoma with microscopic lymph node metastasis. The patient underwent a curettage and the histologic findings were diagnosed as malignant. She was treated with a total abdominal hysterectomy with BSO and bilateral pelvic lymphadenectomy. Histologic examination of the cervix showed an invasive endometrioid adenocarcinoma of the cervix. The depth of invasion was 2.5 mm, the largest horizontal dimension was 4.0 mm and microscopic pelvic lymph nodal metastases were identified.

These previous cases histologically identified stromal invasion but no stromal invasion was identified in our patient. We report a new case of extremely early cervical adenocarcinoma with multiple macroscopic pelvic lymph node metastases, highlighting the probability of nodal metastases in the case of early invasive adenocarcinoma. Stage IA1 adenocarcinomas may be managed conservatively; however, clinicians must consider optional testing modalities (e.g., CT, MRI, and PET/CT) in order to identify a possible lymph node metastasis.
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